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PURPOSE: To obtain a new pyridine derivative useful as 
a antihypertensive agent and a therapeutic agent for 
heart failure effective in treatment and preven tion of 
hypertension and heart failure and its pharmacologically 
permissible salt. 


ii 


(CH» ) m- 
-NR« R T 


CH (OR ' 


) - (CH, ) 


n 


CONSTITUTION: A pyridine derivative of formula I 
{R 1 and R 4 are (substituted) 1-6C alkyl; R 2 is 1-6C alkyl 
or formula II [R 5 is H, alkyl or acyl; R 6 and R 7 are H, OH, 
alkyl, alkoxy, benzyl, alkoxycarbonyl, etc., or R 6 and 
R 7 form a ring together with N; (m) and (n) are 0-2]; . 
R 3 is formula III, benzyl or biphenylmethyl} and its 
pharmacologically permissible salt, e.g. 
2,6-dimethyl-3-[3-(N-tert.-butoxycarbonyl-Nisopropylamino 
-2-hydroxypropoxy]-4-[2 , -(tetrazol-5-yl)biphenyl-4-yl]met 
hoxypyridine. This compound of formula I is obtained by 
reacting, e.g. a compound of formula IV with a compound 
of formula V (R 10 is benzyl or biphenylmethyl; X is 


n 


(CHi ) m- 
— N R • R 7 

< 


CH (OR 5 ) - (C H 2 ) 

/ y — oh 

R ,0 X 


IB 
!V 
V 



halogen, etc.). 
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[§S*«i] TiE^— «sc (i) -e**ix5try^vR 
[flsi] 




R'fiMllfeSih/C^Tfc £V^C 1 ~ 6 T/l/*/l'S. *fc 

£- (CH 2 ) m-CH (OR 5 ) - (CH 2 ) n-N 
R 6 R 7 
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[MA'S 4] »**l*fctt2fE««>try^vBI8lcflcx 
[00 0 1] [#WG>W*] 
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[0003] Kt-, ^^h^y/^^-^^^y/^srttt: 
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/t'y^yiift: (WRJBB62-240683 ^<tL» ? EP4158 
66) , g^-r ^ #y—Mgmfc (#^HS63-64428-^. w 
B|Bg63-23868^. WO91/00281, WO91/00277, E P40 
3158*5j:tKE P403159) x Iftfo-^, f?/-^ 
40 f!i7/^ii* («FBB5pl-287071-S§\ E P411507, 
E P 412594^6 J: TIKE P409332) ft^S&So * ^>*-> ^ 

t/yyyi^ft: (EP4H766) , fy^KyRWflc 
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Si^ffi^L/"-^ ^ yy-/Uffimt£ (E P400974, E P40 
1030, EP407102) , t'y^l^ (EP453210) ft 

50 WO91-l9697-CB3^$ix/c*:^W^'e>00^&£^^-efo 
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(CH a ) m-CH (OR 5 ) - (CH 2 ) n-N 30 
R 6 R 7 

/ f /VSli^^^^r^St fciif h 7 / !) /^STlft 40 
Sih/rV^TtJ:^) , g-CHR 8 -COOR 

<tt, R'isiWR'tt-tixbdsiie^bTV^sa^JW^ 

0 ~ 2 U nttO — 2<Z>!i*Sr*-r) 50 
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7yl/3^^^^S©ff* L,V^0i|i LTtt, tert- 
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[0 0 13] $f)i^R 6 *5j;(;R 7 ^tI-CHR 8 
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[0 0 2 4] X^St^nyyf^tltfl 011 
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[0 0 2 6] *$£W^£Z>m~<DJjfe (Bjfc) MJ:*b 
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— «5S (IV) : 

[0 0 2 7] 
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(SC«t>, R'\ R l \ R^J^R^^SKJ^Sfctt 
/l/7/^^^y^:/SJfcfi7 y — A** /VHs is 

y^tti**^ ££>K#;<£>5$; (v) : 50 
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H N R 15 R 16 (V) 

(5fc*», K*&&xfK*tttftfc~f6&i (I) <dr 6 *5J: 
VR 7 i:HDSc*S:**>-rAK fcftiU S-CHR 8 - 
COOR 9 I^S-CHR 8 -COOR" (C-T% R" 

m i£S#£T. -30-150t, #iglU* 1 0 
~1 0 O^^SiS^T^ 0^-2 4B#fHRj£Si*\ ift 

[0 0 2 8] r^T% Y^t^nyy^tltft 

xi* $ is*/ui£^A,jt**st£}zftmf hti, £^t-ry 
p- h/^^-x/^^/^^v'j&ifiSs^f fettSo 

[0 0 2 9] R l7 iS$t^^#^^i©ftaSt IT 

[0 0 3 0] ^Kia^SH^fe (Cffi) {cXth 
li. — (I) (D\\L&m (f:f:U R^S^/W^v- 

Sfetttr^^n^^/us-efes) feu &<z>-j&:5£ (v 

I) : 
[0 0 3 1] 

Mb 5] 




(*4>, R\ R 2 *3<fc^R 4 f^mifE-^ (I) <Z>« 

Sr*i-) tg^^Mfti:, 5t (VII ) : 
R 10 OH (VII ) 

R io ttffiriES; (in ) (Dm^tmcmM^m 

<fcoT»5££j&S-C*5o **5, * (VII ) 
[0 0 3 2] *fc, J[^±^)A&. Bifc&S^ficSOTJ; 
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T^^(-s (CH 2 ) m-CH (OR 6 ) - (CH 

2 ) n-NR 6 R 7 ^R^UC 1 . fl 7M/L' 

tf, 3i>ft^^*if) i:MrlB-«sc: (i) coit^t 

J6«^Slcffi CTftiSlr^t^ r ir J: o T— «A 

(I) coffc-&*Sr#5ri:^-e#So 

[0 0 3 3] B9SE—«5t (II) #£Xfi (VI) r«$*t£ 
\?!)i?f£1tte\?V K^fS^frttYA^fffFR 1516463 # 

A- • *7 • Or^H^ y 9 * -ir ^ * h y — 28#725 v? 

(1963^) N I5144#870 (1979^) , tx— 5 y 

V:** • -<y t ^54^1089^<— v> (1921^) . [5394^48 
6 (1961^) ^IBtteO^ffiiSi^tt^SMa-t-S 

[0 0 3 4] B9IE— (III ) *3«fcT* (VII ) 

t« ^7 xn/i/^ f /uR9#IH»^*ft (WO 
89-06233-g\ ^g§¥l-117876^<^#*3 £Xfi?*r— • 
^-7^ ■ T^Astf— y ^ -y^hy — 56#2395^— (19 
91*f) #BS) iCfllDT^tSrimSo 

[0 0 3 5] ±iE«igffiJrj:oT'&fiE$*tS— 
(I) (Dfc&m*, a»o«f«*ft, S 
itIR, JMSEttUk s^y h^^^^ 

(i) -e^Sixsfti^ttisitK-toSlia^WJiiSlF 

[0 0 3 6] ^M(-<t5{b^*5J;r/^<D|KS^^ 
te, t hisivt nx^Hi*^, LrSnifcite 

[0 0 3 7] ##W0>flS*»«r*»##i: Lt^LT 



<z>fflffirffiJfl£*L5o «x.tf*^ffl^iscr. tea, 

^-tr^k Httn. mm, %m, mmm. 
5MR«u «ww. <s##k «*Ht#iffl> 

JSRJSAftk fclSfttfflk 35fffta*ifSrfflv^r»* 

^fc*T^A, ^y zjl^u^^]} /V, i/n y/, !7ir 

y>-. ^yiry^. ^^y— /k /ntvy/y^ 
^hy !?A*irds^fe>n5o 

[0 0 3 8] |g^J^^*5tt^*^W^b^^*ft^ 

20 ^^I^I^CtS^S^, ii^r^jfifiKttl 1 1 ~7 OS 

[0 0 3 9] ffiSiJ, fitt 

<z>s**^Sr%*braa:ft3e**t5ds, i«*aib 

S«9^J0. l-1 00 0mg , »*U<tt0- 5 — 20 
0mgSS^-r^O^J:< % -jxSrl B IE* fctt«EI^ 

»ttr s^-r -5 r t #r * ^ 0 

[0 0 4 0] 

30 r**Mtt-*te>^R3£StbSt>^rtt*v\ /^*3 X « 

T^^SS^J^NMR-r'— 4 0 0MH z NMRI^j; <5 
SJ^— ^SrfflV\ TMS^S¥i:L/c6fi (ppm) 

[0 0 4 1] 1 

2, 6-^pt^/l^-3- (3 y7°P bVl^T ^ y - 2 
-tKP^P^) -4 (1H) -b°]J Ky 
a) 6 0%**fb^ h y 1 . 0 5 6 g (2 6. 4 
mM) Sr(£JUlU*:N f N-^fWM7 5 K (DM 
F) 2 0ml tc:^U 7/P=fy#^#BftTI-ttfi 
40 r3 0»PiaaffUfeo ro»»»(C*?&T, 3-tKn 
^^-2, 6-v ? ^^/^-4-t°a^3. 08 g (2 2 
mM) ^DMFlOmltti, 10-15W«20 

t K y X 5 . 13ml (66 mM) I. MUX* 7 

mm. S6>l^7 0M5l*IB»tfUfc e R«*«ra6BET 
KtBU Si«tfi7k7 0ml^M, SW*^2 
0 0ml r 2lilttaiLfc 0 ttWSSrTK^U, 

«*SKIft^^*i/^A^««L, «BET*«IE 

50 W7^^pvF^77^- (^pp^M:^; 
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-/l»= 2 5:1-10:1) fc.T»8W-<5 ^t^fO, 
»3tfeM<#»B<Z> 2 f 6-^^^/U-3- (2, 3 
/f^rv') ^ p a/K^r->-4 -fc°n>4 . 8g (#*J 9 0 %*£ 

NMR (CDC1,) 6:2. 24 (3H, 
s), 2. 35 (3H, s), 3. 30 (1H, m), 
3. 89 (2H, dd) , 4. 46 ( 2 H, dd) , 
6. 14 (1 H, s) . 
E I MS (m/z) : 1 9 6 (M* ) 0 
[0 0 4 2] b) mfffia) 7?»e>*bfc^»4. 8g 
(2 2mM*BS) ^^;-;V2 0mlCSI!fU >f V 

(4:1-3:1) -CttiflSbfco JlrlflLfcfefiSSR 

^v^- 3 - (3 — >f y/n tVl^T 5 y - 2 - fc Kn^y 
^°C27K^r-» -4-b°n^2. 3 6g (9. 2 5 mM, 
lR3p4 2. 1 %) *#fc 0 

'H NMR (CDC1 3 ) 5:1. 06 (6H, 
d) , 2. 26 (3H, s) , 2. 34 (3H, s) , 
2. 65 — 2. 85 (3H, m) , 3. 85 ( 1 H, d 
d) , 3. 95 (1H, m) , 4. 04 (1H, d 
d), 6. 18 (1H, s). 
SIMS ( m/z ) : 2 5 6 (M+ 1 ) + o 
[0 0 4 3] c) mfSHb) X^nhtltcit^l. 0 2 
g (4 mM) ^17^^7*1 2mlO0i, £Mf 
8 0TC"e4«FM*»Lfco RJS««r«BET»tt«H 

^ ~ n n : y ^ y — yu= 1 : 1 — y ^ y — 

4 0 m g ( 3 . 3 mM, IR^ 8 2. 7 %) €r#fc 0 
'H NMR (CDC1,) 6:1. 09 (6H, 
d) , 2. 27 (3H, s) , 2. 34 (3H, s) , 
2. 7 5 (2H, m) , 2. 8 4 ( 1 H, m) , 3. 8 
2 (1H, dd) , 3. 99 ( 1 H, m) , 4. 05 

(1H, d d) , 6. 2 2 (1H, s) . 
E I M S ( m/z ) : 2 5 4 (M + ) 0 

[0 0 4 4] ##g»]2 

2, 6-^/^/1^-3- [3- (N-t-^h^yM 
a^^-N-^y^PfcVl^T ^y) -2-bKn^>/ 
P/K^r->] -4 (1H) -fc*y K> 
a ) #%#J 1 T'ff bttfcft^^ 840mg (3. 3m 
M) h7tKP77^12ml fcli&WU tK^T h 

yxf/V7^5 5 0/i 1 (3. 9 7 mM) i^t-^ 
f;l/y^/f^F 7 9 2mg (3. 6 8 mM) <D"r h 
7tKo7?y (3ml) flSiKSrSPx., SIT?2I*W1» 

y^y-/l^=2 5 : 1-5 : l) t?»JBi- 5 r i: «t 
5, Ififel&SoaEft^ttl. 05 g (2. 9 8m 




4$$ff6 - 7 3 0 0 8 
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M, IR* 9 0. 2 %) S:»fco 
'H NMR (CDCls) 6:1. 18 (3H, 
d) , 1. 22 (3H, d) , 1. 45 ( 9 H, s) , 
2. 29 (3H, s) , 2. 36 (3H, s) , 3. 2 
0 (1H, m) , 3. 34 (1H, br s),3. 8 

0 (1H, m) , 4. 04 (3H, m) , 6. 19 (l 
H, s) . 

SIMS ( m/z ) : 3 5 5 (M+ 1 ) * 0 
[0 04 5] *fc, ##«2©fc^*tt#*fll. b) 

io -c# h titt t°py^^J:5 \^f&-f Z>zki>T~£ 

[0 0 4 6] b) ###Jl. b) (^)t'oy7 3 0mg 
(2. 8 6 mM) £ry^ h^t Kn77>5m 1 
U *#T. hy^7^5 3 0// I (3. 8 2m 
M) h7t Ko77y2ml i^fllLte/t-yf 

/Isi/X/Uytf*— F80 2mg (3. 675 mM) 

SiaT3 0»MJ|#Lfco R*tt«r«ffiT»«U 
»e>nfc»i56^**4 0 m 1 Sr/TO*., ftggai^/^s 0 m 

1 "c 3 Eitta L/c 0 B»^^aaBSr#ft**-efti*- 

7 7 4 — fc/UJ± : S^n~P/l/= 2 0:1) f-T 

3- [3- (N-t-^F^/^-N-^y^ 
ntVWT^y) -2-t Kp^^n^i/] — 4 — fc° 
ny8 80mg (2. 6 0 mM, lR^ 9 0 . 8%) 

l H NMR (CDC1») 6:1. 18 (3H, 
30 d), 1. 20 (3H, d), 1. 46 (9H, s), 
2. 26 (3H, s) , 2. 33 (3H, s) , 3. 2 
5 (1H, m) , 3. 38 (1H, br s ) , 3 . 8 
1 (1H, dd), 3. 98 (1H, m), 4. 04 
(1H, dd) , 5. 45 (1H, br s ) , 6 . 1 

8 (1H, s) . 

E I M S ( m/z ) : 3 5 6 (M+ 1 ) + 0 
[0 0 4 7] iirMfc^tt 415mg (l. 17 mM) (D 

^9s-M$m\^ ###ji<z>c) tmm\z.mr^^ 
T**ip^, m^tp, sows. sNfMKJS-rs^t 

40 SjlBffc^»3 0 4mg (0. 8 5 9mM, 

7 3. 4%) &'&£i 0 Z.cDikit&KO*'*? YjX'T — Z 
^ ###J2. a) X*Whthtzit^<Dy^-9 t~Wc 

[0 0 4 8] #%« 1 . b ) <D"{ 7/o y?JVT X ^<OiX 
t>9\z. s m*<DT^zs (A) Sriafiflfll. b) irls]«K 
ttRCJ^ c) ^^7^^7« 

ItS^ fcMJ: 9, #%0«j3-8<^t c y K^SrWfco 

[0 0 4 9] #%ffi3 

2. 6-^y^/^-3- (3-y^P^^7^7- 
50 2-t: Kp^ry7 p p^y) -4 ( 1 H) -b°U Ky 
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(A) i/^o^*^7 5y 
l H NMR (CDClj) 6 : 1. 0 5—1. 30 

(5H) , 1. 64 (1H, m) , 1. 74 (2H, 
m) , 1. 9 3 (2H, m) , 2. 2 6 (3H, s) , 
2. 32 (3H, s) , 2. 46 ( 1 H, m) , 2 . 7 
9 (2H, br s ) , 3 . 72 (lH, m),3. 8 
2 (1H, m) , 4. 01 (2H, m) , 6. 21 (l 
H, s) . 

E I M S (m/z) : 2 9 4 (M + ) 0 

[0 0 5 0] #%ffj4 10 
2, 6-v^^Vl^-3- ( 3 - j/^-^jVT ^ y — 2 - b 
Kp»^p^-» -4 (1H) -t'yKy 

(A) i^^/KT S V 
'H NMR (CDClj 6:1. 08 (6H, 
t) , 2. 31 (3H, s) , 2. 36 (3H, s) , 
2. 70 (2H, q) , 2. 72 (4H, q) , 3. 8 
6 (1H, dd) , 4. 02 (2H, s), 4. 03 

(1H, m) , 6. 2 2 (1 H, s) . 
E I M S ( m/z ) : 2 6 8 (M + ) Q 

[0 0 5 1] #%ffl5 20 
2, 6—is* s ?/l'—3— [3- QE-^afcy 4— >f 
AO -4 (1H) -t: o y 

(A) ^;\otH})1/ 
1 H NMR (DMSO-16 ) 5:2.21(3 
H, s) , 2. 25 (3H, s) , 3. 31 (5H, b 
r s) , 3. 63 (5H, br s) , 3. 70 (l 
H, m) , 3. 93 (2H, m) , 6. 08 (lH, 
s) . 

E I MS ( m/z ) : 2 8 2 (M + ) 0 30 
[0 0 5 2] #%fflj6 

2, 6-^?vW— 3 — ( 3 - t - y^/UT ^ / - 2- 
bKn^r^P^:/) -4 ( 1 H) -b°U 

(a) t-yf/i/7;y 

! H NMR (CDC1,) 6:1. 13 (9H, 

s) , 2. 26 (3H, s) , 2. 34 (3H, s) , 

2. 72 (2H, br s ) , 3 . 8 3 ( 1 H, m) , 

3. 94 (1H, br s) , 4. 05 (1H, m) , 
5. 35 (1H, br s) , 6. 20 ( 1 H, s) . 
S I MS ( m/z ) : 2 6 9 (M + 1 ) + G 40 

[0 0 5 3] ##gij7 

2, 6-^^^-/1—3- (3-y h^>7^-2-t 

Kpjfv/p^i/) -4 (ih) -f y 

(A) O-y^Vt'fc: KP= 3 rv'^7^yffiiS 
'H NMR (CDClj) 6:2. 30 (3H, 
s) , 2. 35 (3H, s) , 2. 96 (1H, d 
d) , 3. 09 (1H, dd) , 3. 53 (3H, 
s) , 3. 89 (1H, dd), 4. 02 (lH, d 
d) , 4. 09 (1H, m) , 6. 27 (lH, s) . 
SIMS ( m/z ) : 2 4 3 (M + 1 ) 4 0 50 




- 7 3 0 0 8 
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[0054] mnms 

2, 6 -iy^f-A — 3 - [3- (N-tKP^>-N- 
y =3~JVT ^ J ) -4 (1 

H) -tr°y KV 

(A) N - y K o * vvi-T S Vffi^ffi 

! H NMR (CDC1, : CD,OD=l : 3) 
6:2. 32 (3H, s), 2. 38 (3H, s), 
2. 94 (2H, m) , 3. 38 (3H, s) , 3. 9 
2 (IH, dd), 4. 08 (lH, dd), 4. 16 
10 (1 H, m) , 6. 3 1 (1 H, s) . 

SIMS ( m/z ) : 2 4 3 (M+ 1 ) + 0 

[0055] mmmi 

2, 6-v?pg^U-3- [3- (N-t-^F^r^ 

/K^/u-n — r y tf/i^r ^ y - 2 — t kp^^q 

/•K^rv-] -4~ [2'- (Th7/-/^-5 — f/U) tf 

a) 60%*i<bthy^^3 7mg (0. 92m 
M) SrSMfcbfcN, N-^^*W7U f 2mll: 

20 L7t D r<35SB«iK^**T, 2, 6-^^-3- 

[3- (n- t -y h^v*/w#=/u- n— < t° 

;V7^y) -2-t Kp^p#^] -4 (1H) 
-t°y Ky2 8 3mg (0. 8mM) SriPx.. Sfflt*2 

[0 0 5 6] #;^T% r^KJSffit-7W&T\ N, n-v? 
^f;w^7; K3m 1 ^@fi?tfc4 ' -r/d^ey 
/i^-2- ( h y h 7 5 

/U) tf7x^/!/5 3 5mg (0. 9 6 mM) ^ 
UX'—&£M&Lrfz 0 RJSifcKftTk 1 0ml SrSn^L, ft& 
30 oi^/lxs Om 1 n?2|HattJLfco ft&^/WSWJiSrSr 

^iJ-^-caafrLfcfg, vy^^7^^Pvh/7 

^7^— (^ u C2/Jn/1x^ : : 1 ~^ nn^ 

/pa : y^-y-zi—s o:i) ctsit^^tia 

9. S£SSfe»tt©2, 6-^^-3- [3- (N- 
t - ^ h^rV^/U^^-N— f y/n ^ / ) - 

2-tKP*^P^i/] -4- [2' - (hy7x 
f /l^f h 7 /-/^- 5 - ^/^) \fy^.=./U—4 — 
tO -f/V] ^ h^i/t°y^y2 5 0mg ( a - 1 , 0. 3 0 
mM, IR^3 7. 7%) £ }&ltfe?fit>Ctf> 2 , 6-i^y^ 
/V— 3 - (3-><y/Pt>7^/-2-t Fn^rv'7 P 
n^V) -4- C2'- ( h y A,**? fry" 

/U- 5 —oifr) ¥7^—^-4 — f^] y h^v^ 
!)^y3 10mg ( a - 2 , 0. 4 2 5 mM, l&^P 5 

3. 1%) Sr»fc 0 
a - 1 : 

! H NMR (CDCls) 6:1. 07 (3H, 
d) , 1. 12 (3H, d) , 1. 45 (9H, s) , 
iO 2. 4 2 (3H, s), 2. 48(3H, s), 3. 3 



(9) 



ftm^G - 7 3 0 0 8 
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7(2 H, b r s),3. 9l(2H,br s), 
4. 03 (2H, m) , 4. 99 (2H, s), 6. 5 

8 (lH, s) , 6. 92 (6H, m) , 7. 15- 
7. 35 (13H) , 7. 39 (1H, dd) , 7. 4 

9 (2H, m) , 7. 94 (lH, d d) . 
SIMS ( mXz ) : 8 3 1 (M+ 1 ) * 0 
a - 2 : 

! H NMR (CDClJ 6:1. 07 (3H, 
d) , 1. 09 (3H, d) , 2. 44 (3H, s) , 
2. 46 (3H, s) , 3. 38 — 3. 50 ( 2 H, 
m) , 4. 0 3 (3H, m) , 4. 5 8 ( 1 H, m) , 
4. 99 (2H, s) , 6. 62 ( 1 H, s) , 6. 9 

4 (6H, m) , 7. 18 — 7. 35 (13H) , 7. 
41 (1H, dd), 7. 50 (2H, m), 7. 93 

(1 H, d d) . 
SIMS ( m/z ) : 7 3 1 (M + 1 ) + 0 

[0 0 5 7] b) BufEa) t#bm»iJiLl 1 
Omg (0. 1 3 2 5mM) l/VO. 5ml 

fcy^y— /W. Oml<^fi«KS»U zkftT, 4N 
HC 1 0. O 9m 1 ^rAP^T, ^i&"C 1 B#RHflH$ L 

1 £2JP;LT, IN NaOHfpH^ll. 4{Ci§ 
U v?xf /i/x^-r/H 5m 1 T*2[Hl^lfc 0 £b 
C *f(DpHS:ftSTlN HC1-C4. 2 lepg 

t9*^gfEft^fe5 2mg (O. 0 8 8 mM, 4X^6 

6. 7%) Sr^fco 

1 H NMR (DMS O— _d_6 ) 6:1.07(6 
H, br d) , 1. 32 (9H, br s ) , 2 . 3 

5 (3H, s) , 2. 36 (3H, s) , 3. 36 (2 
H, m) , 3. 7 5 (1H, m) , 3. 8 7 (3H, 
m), 5. 18 (2H, s), 6. 93 (1H, s), 

7. 13 (2H, d) , 7. 39 (2H, d) , 7. 5 

6 (2H, m) , 7. 67 ( 1 H, d) , 7. 68 (l 
H, d d) . 

SIMS (m/z_) : 5 8 9 (M+ 1 ) * 0 

[0058] mmm2 

2, 6 -v^^vl— 3- (3-^y/Pt:>7-;/-2 
-t Kn^^n^i/) -4- 12' - (fh7/- 
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1. a ) X*nhfttz.ik<&m a-2 307mg 
(0. 4 2mM) 4 N H C 1 "CHJfiffil 1 . b) t P]*3I 

fti^Lfco ftV^TKJB^pHSrl N HC1-C2. 9 K 
ilU ^7^tyHP-20 (2 0ml, 4 5 %T 

<Z>^f5{b^$3 1 3 4 m g (0. 2 7 5 mM, 1R$6 5. 
4%) ^r#yc 0 1 H NMR (DMSO-d6 ) 6 : 



1. 02 (3H, d) , 1. 07 (3H, d) , 2. 3 
2 (3H, s) , 2. 36 (3H, s) , 3. 51 (2 
H, t) , 3. 85 (1H, m) , 3. 98 (1H, d 
d) , 4. 05 (1H, dd) , 4. 72 (lH, 
m), 5. 18 (2H, s), 6. 95 (lH, s), 
7. 14 (2H, d) , 7. 41 ( 2 H, d) , 7. 5 
6 (1H, dd), 7. 59 (lH, dd), 7. 67 

(1 H, d) , 7. 6 8 (1 H, d d) . 
SIMS ( m/z ) : 4 8 9 (M+ 1 ) * 0 
10 [0 0 5 9] Mt&ffl 1<D2, 6 - >?y ftV- 3 - [ 3 - 
(N- t - /f^rV^^-N-^ t°;UT ^ 

J) -4 (1H) -t:°y 

mmi kmm\z^x4' -r/n^^/i— 2- (hy^ 

[0 0 6 0] Hffig|3 

2. 6-^^/1—3- (3 - t -:/^vUT 5 / - 2 - 
20 t KP^j/^P^i/) -4- 12"- (Thy y — 

-5-^A) e^ji^/W-4 — f/iyi y h^rv^y 

a) 2, 6-^f/I/-3 - (3-t-^/V7^ 

- 2 -t K^v^n^S') -4 (1H) -t°U 

2 7 Omg (lmM) Srffll^T, *J6«»J 1 . a) mmiZ 

RfSU ««S.ai-5c:i:^J:9, &Jlfeffi4fc<z> 2 , 6- 

v^y^/^-3- (3-t-^7^;y-2-t kp^ 

is*?T2i&*r*/) -4- [2'- ( h y ;7^^/wy ^A-^ 
h 7 ^/ — /Is— 5 — i As) 4 — y 

VK°!i^y4 7 0mg (0. 6 3 2mM, 6 3 . 2 

30 %) Sr»;fc 0 

1 H NMR (CDC1,) 6:1. 12 (9 H, 
s) , 2. 42 (3H, s) , 2. 48 (3H, s) , 

2. 73 (1H, dd) , 2. 87 ( 1 H, dd) , 

3. 96 (2H, s), 3. 98 ( 1 H, m) , 5. 0 
0 (2H, s), 6. 59 (1H, s), 6. 9 3 (6 
H, d) , 7. 15 — 7. 35 ( 1 3 H) , 7. 40 

(1H, dd) , 7. 48 (1H, m) , 7. 92 (l 
H, d d) . 

SIMS ( m/z ) : 7 4 5 (M+ 1 ) * 0 
40 [0 0 6 1] b) FttffEa) X^ h tvtzit&tyo 3 2 0m 

g (o. 4 3mM) sr**«i. b) tmrn^sthv^ 
ltpHi. oiling ^©*ffisr^>f r-f^-^H 

P-2 0 (2 0ml, 4 0%T1r h ^TK^ttJ) MT»8! 
-T £ £ <t K J: 9 . «&«Att{»^«>fiRflB^« 8 7 m g 

(0. 17 3mM, i|X$U0. 3%) &%tc 0 
l H NMR (CDC1,) 6:1. 36 (9H, 
s) , 2. 41 (3H, s) , 2. 49 (3H, s) , 
2. 93 (1H, dd), 3. 05 (lH, dd), 
50 3. 7 2 (1 H, dd) , 3. 81 (1H, dd) , 
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4. 09 (lH, br s) , 4. 90 (2H, s) , 
6. 68 (1H, s) , 7. 16 (2H, d) , 7. 2 
2 (2H, d) , 7. 44 (3H, m) , 7. 81 (l 
H, d d) . 

SIMS ( m/z ) : 5 0 3 (M+ 1 ) + 0 
[0 0 6 2] gg$£ffij4 

2, 6-^;*?-/W-3- (3 P^frvvKT ^ J - 

2-b Kp^V^p^V) -4 - 12' - (jrY=7V 



a) 2, 6-i^^/l'-3- (3 n^^iy/UT 
KP^rv'7 B n^v') -4 (lH) - f V 
K^2 5 4mg (0. 8 6 4 mM) £r/BV^. Mt&M 

i. a) tUMtfciRjSU filfta-fsrt^J:!?, 

H{b^^#^ 0 V5^W7^^P^h/77>f- 

19 2, 6— io*^-/l'-3- [3- [N-S^ a^fS/vl*' 
-N- [2'- ( h U 7x=/w^ f;vr F 7 5 
— f/u) yfy^^-jx/- 4 —>(tV\ y^/i'T^y] -2- 
tKo^n^v^] -4- [2'- ( h y 

^ bar^/t'D^yi 5 8mg ( a - 1 , 0. 126 
8mM, iR^14. 7%) Srifc^nn^;^ : 
— /l-= 2 5 : 1 (DMttiffil: V 2, 6-v ? ^^Vl'-3- 

[3-v-^n^^ri/^T^/-2- [2'- ( h ]) ^ ^ 
=- As^T-Ast hyy— As— 5 — A*— 4- 

-OH h^v^n**^] -4 - [2' - (h^7x 
^/i/^ ^V^T" h 7 5-^/1/) t^^.m/U-4- 

^/^] n^t°!J^y7 4mg ( a - 2 , 0. 05 9 
4mM, lR^6. 9%) ^{^no^A:^^ 

/u=5 : l«>»W<fBJ: 9 2, 6 -v^^/l/- 3 - 
(3-->^n^^rv'/VT^y-2-t: Kn 3f vO^a stf* 
-4- [2'- (MJ7x^/^^fh7/^ 
— 5— >T/U) E" 7s-^- 4 — >f/U] ^h^r^try^V 
3 6 2 m g ( a - 3 , 0 . 4 7 mM, IR^ 5 4. 4 %) 

a - 1 : 

'H NMR (CDC1.) 6 : 1. 0 — 1. 9 (l 
1 H) , 2. 40 (3H, s) , 2. 46 (3H, 
s), 2. 63 (2H, m), 3. 54 (2H, q), 
3. 82 (1H, m) , 3. 94 (2H, m) , 4 . 9 
9 (2H, s) , 6. 56 (1H, s) , 6. 91 (1 
2H, m) , 7. 0 — 7. 5 (32H) , 7. 88 (l 
H, d d) , 7. 9 3 (1 H, m) . 
SIMS ( m/z ) : 1 2 4 7 (M+ 1 ) *„ 
a - 2 : 

1 H NMR (CDC 1, ) 6:0. 95—1. 80 
(11 H), 2. 40 ( 3 H, s), 2. 49 ( 3 H, 
s) , 2. 7 5 — 2. 9 5 (2H, m) , 3. 87 (l 
H, m) , 4. 08 (2H, d) , 4. 57 (2H, 




- 7 3 0 0 8 
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q) , 4. 99 (2H, s) , 6. 60 (lH, s) , 

6. 89 (12H, m) , 7. 0 — 7. 5 ( 3 2 H) , 

7. 9 2 (2 H, m) . 

SIMS ( m/z ) : 1 2 4 7 (M+ 1 ) + 0 
a - 3 : 

l H NMR (CDC1 5 ) 5 : 1. 0 — 1. 3 (4 
H), 1. 5—1. 9 (6H), 2. 25 (lH, 
m) , 2. 42 (3H, s) , 2. 47 (3H, s) , 
2. 71 (1H, dd) , 2. 86 (lH, dd) , 
10 3. 6 0 — 3. 7 5 (2H, m) , 3. 93 (3H, 
m), 5. 00 (2H, s), 6. 59 (lH, s), 

6. 94 (6H, m) , 7. 0 5 — 7. 5 5 ( 1 6 H) 

7. 9 2 (1 H, d d) . 

S I MS ( m/z ) : 7 7 1 (M+ l) + Q 
[0 0 6 3] b) ffifffia) X'&btlfrfc&Vd a - 3 2 
7 0mg (0. 35mM) 1 . b) t IBHUt-flft 

^fSfbS^ 1 0 0 m g (0. 18 9mM, lR^5 4. 0 
%) «:»fco 

20 'H NMR (CDC1 3 ) 6 : 0. 9 — 2. 1 (l 
OH) , 2. 40 (3H, s) , 2. 48 (3H, 
s), 2. 9 — 3. 1 (3H), 3. 77 (2H, 
m) , 4. 13 (1H, m) , 4. 8 8 (2H, s) , 

6. 66 (1H, s) , 7. 14 (2H, d) , 7. 2 
3 (2H, d) , 7. 3 8 — 7. 4 5 (3H, m) , 

7. 7 9 (1 H, d) . 

SIMS ( m/z ) : 5 2 9 (M+ 1 ) + 0 

[0064] mmms 



2, 6— i^^v^— 3 — [3- [N-v^ P^^rvvl— 



N- 


- [ 2 ' - {"r b9 /— A— 5 —Jfls) \fy=c^/U— 


4 - 


-f/i-] ^ f/i^7 ^ / 1 - 2-t K^i^u^ 




-4- [2'- (f^r/^-5-^/V) tr^zn 



SHftfll 4(7)a) X~%hfiti4k&!&) a ~ 1 1 3 5 m g 
(0. 1 0 8 mM) WIl. b) £P^ia&{fcaS 

^70mg (0. 9 19mM, 4X^8 5. 1%) 
5o 

1 H NMR (DMS O- d_6 : CDC 1 3 — 2 0 : 
40 1) 6:1.0 — 1.9 (11 H), 2. 28(3 
H, s) , 2. 30 (3H, s) , 2. 80 ( 2 H, 
m) , 3. 7 — 4. 0 (5H) , 5. 17 ( 2 H, 
s) , 6. 94 (2H, d) , 6. 95 (1H, s) , 
7. 11 (2H, d) , 7. 21 (2H, d), 7. 3 
8 (2H, d) , 7. 4 0 — 7. 7 0 (8H) . 
SIMS ( m/z ) : 7 6 3 (M + l) * 0 
[0 0 6 5] ga6gH6 

2, 6-v^?VP-3- [3- tesUTfrV 
/Is) -2-b Kn^y^P^i/] -4- [2' ~ (T 
50 h^:/— 5 — 4 M ji^/U- 4 — P* h^r 
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a) 2, 6 -v^^/U- 3 - [3- (^t /W* U V - 4 
->f^) - 2- tKn*^n^'>] -4 (lj±) - 
t°y K>2 8 2mg (1 mM) SrJBl^T, HJ60iJ 1 . 

a) tHfiH-KfSU fM«-*rJ:fcJ:9, Stftfiifttt 

CO 2, 6-i/^^/^-3- [3- f 
yu) -2-t Kn^o#*^] -4- [2' - (h 
y 7 #,7" hyy— A>- 5 --T/l-) t*^rc^/lx 
-4->f/U] ^h*Vfyyy5 60mg (0. 739 
mM, Jfc*7 3. 9%) Sr#fc 0 
*H NMR (CDC 1 3 ) 6:2. 43 (3H, 

s) , 2. 49 (3H, s) , 2. 3 — 2. 6 (6H, 
m) , 3. 67 (4H, m) , 3. 9 0-4. 0 5 (3 
H, m) , 5. 00 (2H, s) , 6. 60 (lH, 

s), 6. 92 (6H), 7. 15 — 7. 35 (13 
H) , 7. 40 (1H, dd) , 7. 50 ( 2 H, 
m) , 7. 9 3 (l H, d d) . 
SIMS ( m/z ) : 7 5 9 (M+ 1 ) + 0 

[0 0 6 6] b) fiuEa) htlfcit^^ 3 8 0 m 

g (o. 5mM) zmmmi. to fcia«raK«»u 

m&SSL TK^^rlN KOHtpH13CIIUc 0 
rcoSiftiS:^ T^^>-HP- 2 0 (25ml, 15 — 

3 o%ri? h vtK®(±j) fcTWtSI-srirfciJ: 9, fi«E 

ft^2 2 0mg (0. 3 9 7 mM, IR* 7 9 . 4%) 

1 H NMR (DMSO - d_6 ) 6:2.35(6 
H, s) , 2. 43 (6H, m) , 3. 53 (4 H, 
t), 3. 82 (1H, dd), 3. 83 (lH, d 
d), 3. 93 (1 H, m) , 5. 12 (2H, s), 
6. 89 (1H, s) , 7. 15 (2H, d) , 7. 3 
3 (2H, d) , 7. 42 (3H, m) , 7. 62 (l 
H, d d) . 

S I MS ( m/z ) : 5 1 7 (M+ 1 ) + Q 

[0067] mmm7 

2, 6-v^?V^-3- [2-T-tr h=fr->- 3 - frfr/P 
*y ^-4 ->f/W) -4- [2' ~ (y^h 

7^— A*— 5 ->f/Vp t*7^=^/ls- 4 — f /W] ^ h^rt/ 

e c y ^ 

a) a) -C»6ixftft^l40rag 

(0. 18 5mM) ^t°!Jv?yO. 2mli^Sft, ?K 

fc Q SltJKt-ft* 5 m 1 Sr*P;U R»xfyi/4 Omit 

sriri^J:*?. 2, 6 - ^-/i-- 3 - [3-r-fe-h^r 

3- ^nzK^rv-] - 4 - 

[2 X - ( h y ^^/i-^^/^ v=7V—^- 5 — r 

/U) t'7xnyl/- 4 ->f A-] ^ h * v- 1° y 1 4 4 m 
g (0. 18mM, W9 7. 5%) Sr»fc 0 




7 3 0 0 8 



20 

l H NMR (CDC1,) 6:2. 09 (3H, 
s) , 2. 44 (3H, s) , 2. 45 (4 H, m) , 

2. 47 (3H, s) , 2. 61 (2H, d), 3. 6 
0 (4H, t) , 4. 03 — 4. 16 (2H, m) , 
4. 99 (2H, s), 5. 25 (lH, m), 6. 6 

0 (1H, s), 6. 93 (6H), 7. 15 — 7. 3 
5 (13 H), 7. 40 (1H, dd), 7. 50 (2 
H, m) , 7. 9 4 (1 H, d d) . 

F DM S ( m/ z ) : 8 0 0 (M* ) 0 
10 [0 0 6 8] b) milSa) bixfr-fb^fe 1 3 5 m 
g (0. 16 9mM) ^Wll. b) km»\zi&Rm 

U ««l3SLfc«, ^T-ftyHP- 2 0 (3 0-4 

5%rir hVTtc^w) ^tsstsr^ia^ mmt 

^55mg (0. 0 9 9 mM, iR^s 5 8 . 6%) €r# 
fco 

1 H NMR (DM S O— _d_6 ) 6:1. 19-1. 
9 5 (total 3 H, each s), 2. 28 — 2. 38 

(8H),2. 63 (2 H, br s) , 3. 48 • 

3 . 7 5 (total 4H), 3. 75—4. 10 (3H, 
20 m) , 5. 1 5 ■ 5. 1 6 (total 2 H, each s) , 

6. 93 (1H, br s) , 7. 13 (2H, br 
d) , 7. 49 (2H, b r d) , 7. 5—7. 7 (4 
H) . 

SIMS ( m/z ) : 5 5 9 (M+ 1 ) + 0 
[0 0 6 9] mMM8 

2, 6 -v^^/W- 3 - (3-^x^7^7-2-1: 
Kp»^p^-» -4- [2 7 - ("7" h ^ V" — /V— 

a) 2, 6- v^^/V- 3 - ^ / - 

30 2-tKn^7 B n^» -4 ( 1 H ) 

7 0mg (ImM) Sr/Sl^T, 1 - a) t IrJASK 

Rrt?U ««i-S^i:«i:-t 9, «3tfe*tt«)2 > 6-v? 
7«^/^-3- (3-^f;^7^y-2-t Kn^r^// 
nsK^r-» -4- [2' - ( Mj 7^x;^f ;Uf f7 
V— /U— 5 — >f^) fcT^^n/l'— 4 — 4 As] * h^riXfc 0 
yv>V5 5 0mg (0. 7 3 9mM, iR* 7 3 . 9%) 

! H NMR (CDC1 S ) 6:1. 02 (6H, 
t) , 2. 43 (3H, s) , 2. 49 (3H, s) , 
40 2. 4 5 — 2. 7 0 (6H, m) , 3. 95 (3H, 
m) , 4. 99 (2H, s) , 6. 59 (lH, s) , 

6. 93 (6H), 7. 15 — 7. 35 (13 H), 

7. 39 (1H, dd), 7. 49 (2H, m), 7. 
9 3 (1 H, d d) . 

SIMS ( m/z ) : 7 4 5 (M+ 1 ) + 0 
[0 0 7 0] b) fflffia) X~mbtlfcik&m3 3 5m 

g (o. 4 5mM) srxtfcMi. b) tmm\asi&m 
tyHP-20 ( i 5%r± h^fcmm) \cxmm-tz> 

50 CtfcJ; 9. HSlEffc^l 2 Omg (0. 2 2 3 mM, 
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1R^4 9. 6%) L"C»fco 
l H NMR (DMSO-d.6 ) 6:1. 2 1 (6 
H, t) , 2. 58 (3H, s) , 2. 60 (3H, 
s) , 3. 16 (6H, m) , 4. 0 0 (2H, m) , 

4. 27 (1H, br d) , 5. 38 (2H, s) , 

5. 97 (1H, br s) , 7. 19 (2H, d) , 
7. 46 (1H, s) , 7. 47 (2H, d) , 7. 5 
8 (2H, m) , 7. 6 8 (2H, m) . 

SIMS (m/ z ) : 5 0 3 (M + 1 ) * 0 
[0 0 7 1 ] m^M9 

2, 6-^^/1^-3- (3-^y^p^7^y-2 

-bKP^>/pfr» -4- (2' -^/M^v-tT 
^^^/l^-4 { M * VZr^^y 

a) mmmi. a) 2, 6-i/*^A»-3 

- [3- (N- t - / h^r^;wf ^;u-N->f y^n 
tVKT^Z) - 2- fc Kn^v^aztf^rv'] -4 (l 
H) -t°!J Ky3 5 4mg (l mM) ^TKfftft^ 

A#ftTx 4' -^o^e^^-/^-2- ( h y z^^/i^ 
4' -r/n^-y ^/wtr^aQn yu- 2 -^/t^^^^/i" 

3 3 6mg (1. ImM) ««l3S"f"S - i: 
^£y&kM&1&Vt<V2, [3- (N 

-2-tKn^>/n^>] -4- (2' -^h^f 

4 0 m g £r#*i 0 

1 H NMR (CDC 1 , ) 6:1. 08—1. 18 
(6H, m) t 1. 48 (9H, s) , 2. 45 (3 
H, s) , 2. 47 (3H, s) , 3. 35 ( 2 H, b 
r d) , 3. 64 (3H, s) , 3. 92 (2H, b 
r s) , 4. 03 (2H, m) , 5. 16 ( 2 H, 
s), 6..65 (1H, s), 7. 32 — 7. 46 (2 
H, m) , 7. 34 (2H, d) , 7. 45 ( 2 H, 
d), 7. 53 (1H, dd) , 7. 85 (lH, d 
d ) . E I MS ( m/z ) : 5 7 8 (M + ) 0 
[0 0 7 2] b) mflSa) -C#kHfcffr&tt5 0 0m 
g (0. 8 6 5 mM) & * # / — 5 m 1 l^feM 

U *^T, 3^0 . 33ml t5N HC1 1. 7 
3mlSrSPx.r, ^»^9H*Pfllft#Lfc:o fcfcWKD p H 
£5N NaOHT3-4|:BIU MJEET. 

^y^f/veoml *»Sr«BET»* 

£9, »Jlfett«0 2, 6-v^?v^-3- (3— f V 
7 B Pt>7^/-2-t KP^rv'/n^^) -4- 
(2' h^r^^/K^/Utr^aL=./l— 4 — fyl^) / 

h^t P U^y4 4 0mg (fi£fiKn°n) *»fc 0 
'H NMR (CDC1,) 6:1. 25 (3H, 
d) , 1. 29 (3H, d) , 2. 49 (3H, s) , 




3 0 0 8 
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2. 51 (3H, s) , 2. 90 (lH, dd) , 3. 
17 (2 H, m), 3. 74 (3H, s), 3. 92 

(1H, dd) , 4. 03 (2H, dd) , 4. 40 

(1H, m) , 5. 13 (2H, s) , 6. 71 (l 
H, s) , 7. 34 — 7. 50 (2H, m) , 7. 36 

(2H, d) , 7. 45 (2H, d) , 7. 56 (1 
H, d d d) , 7. 8 7 (1 H, d d) . 
SIMS { m/z ) : 4 7 9 (M+l) 4 0 

[0 0 7 3] c) ffiffib) X'&hntiik&tyjA 3 0m 
10 % &aL$j — sU4. 3mlWIIU 5N N a OH 
0. 8 6ml»i 6 0 < C-C4NFra«l*L.fco Ki£fi£ 

IN HC1-C7. 2CI1U ^r^ftyHP-2 

o (4 o%rir h>-7k^m) x*mm-r^^ticxy), m 

t£ik-&%} 2 6 0 m g (0. 5 6mM, a) ^£>c£>i&^6 
4. 8%) £:#*: 0 

*H NMR (CDC1,) 6:1. 09 (3H, 
d) , 1. 16 (3H, d) , 2. 44 (3H, s) , 
20 2. 4 7 (1 H, d) , 2. 49 (3H, s) , 2. 7 
6 (1H, d), 3. 0 7 (1H, m) , 3. 63 (l 
H, dd), 3. 82 (1H, dd), 4. 16 (l 
H, m) , 4. 9 5 (2H, q) , 6. 7 0 ( 1 H, 
s) , 7. 2 9 — 7. 5 5 (3H, m) , 7. 40 (2 
H, d) , 7. 50 (2H, d) , 7. 56 ( 1 H, d 
d) . 

S I MS ( m/z ) : 4 6 5 (M+ 1 ) + 

[0074] 1 0 

2, 6-v?;*^V^-3- (3-^y^PW^/-2 
30 -fc KP^r^n^-y) -4- (4 -;fr/l^jr-» ^< 

a) mt&W9 tmm^ 2, 6 -s^^/u-3- [3 

- (N- t Y^i/XA'tf—A'- N->f y^ti fcVKT 

5; y - 2 - 1 yx2 3ci/'7vi$*i/-] -4 (ih) -t°y 

Ky3 5 4mg (ImM) SrTkiRft^- h y 9^#«ET, 
4' -^a^-y ^/l^t^m^/V- 2 -^A-tf^^y ^/V 
<£>ftfc> 9 (-4 -yp^e^ ^/Vgc-&#K^ 7 4 mg 

(1. imM) tfcfczit, 

»ttftf©2, 6-v?^^/W-3- [3- (N- t 
40 h^ri/^/^/V-N-^ y/n t>7 ^ / ) -2-fc 
Kn^r^nsK^i/] -4- (4-^ h^r^/^ 
/U) -<y^Vt^yt o y^y5 0 0mg (0. 9 9 6m 
M, ifc^9 9. 6%) Sr#fco 'H NMR (CDC 1 
s ) 6 : 1 . 0 8 (3 H, d) , 1 . 1 4 (3 H, 
d) , 1. 46 (9H, s) , 2. 43 (3H, s) , 

2. 47 (3H, s) , 3. 37 (lH, br s) , 

3. 91 (2H, m), 3. 93 (3H, s), 4. 0 
5 (3H, m) , 5. 16 (2H, s) , 6. 58 (l 
H, s) , 7. 49 (2H, d) , 8. 07 (2H, 

50 d ) . S I MS ( m/z ) : 5 0 3 (M+ 1 ) * 0 
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[0 0 7 5] b) B9f5a) t*iWdl:^4 7 7m 
g (0. 9 5mM) Sr. *9J— /M^, HJS#J 9 . 

b) t -^h^r^/^/^ 

2, 6 -v^^vl— 3 - (3-^y/nh>7^/-2 
-t Kn^r^n^i/) -4- ( 4 - h * S^/UsK 
^/U) ^t^rv' t° U i/y 3 8 0 m g ^Hfc 0 
l H NMR (CDC1 3 ) 6:1. 30 (3H, 
d) , 1. 32 (3H, d) , 2. 49 (3H, s) , 
2. 49 (3H, s) , 3. 04 ( 1 H, dd) , 3. 
18 (2H, m) , 3. 94 (3H, s) , 3. 99 
(2H, m) , 4. 3 9 ( 1 H, m) , 5. 20 (2 
H, s). ,6. 35 (1H, br s) , 6. 6 5 (1 
H, s) , 7. 49 (2H, d) , 8. 08 (2H, 
d) . 

SIMS (m/ z ) : 4 0 3 (M+ 1 ) + 0 

c) mflEb) T?#?)ixfcfb^«3 8 0mgSr, ^/ 

5iifcJ;9, £3 fe*£ B m^*^HBf 2 4 6 m g 

(0. 6 3 4mM, lR^6 6. 7%) «r#fc 0 
'H NMR (DMSO-jd.6 ) 6 : 1. 1 7 (3 
H, d) , 1. 19 (3H, d) , 2. 36 (6H, 
s) , 2. 85 (1H, dd) , 3. 07 (2H, 
m) , 3. 84 (1H, dd) , 3. 96 ( 1 H, d 

d) , 4. 15 (1H, m) , 5. 18 (2H, s) , 
6. 91 (1H, s) , 7. 48 (2H, d) , 8. 0 
1 (2H, d) . 

SIMS (m/ z ) : 3 8 9 (M+ 1 ) + 0 

[0076] m&mi 1 

3 h=fr->- 2, 6-^7*^/^-4- (3-^y^P 



a) 6 0%*MtMJ , )^19 2mg (4. 8m 
M) 2r$£j!iL*LN, N-^f/Wt/^T^ K3mll^ 
«»U T^^H^mm^T, I?£t3 0^WL 
r<£>jg?Sfl£^ 2, 6-^^^yU-3-^ 
(1H) -tfy KV6 1 2mg (4mM) 3r#D;c, 

t7n/Vt K!)y3 7 3 /i 1 (4. 8mM) ^rJg^PL, 

v&JBJnU 6 o^T*7B#p B i}f# Lfc 0 fiOSSn-B®^ 

fcScitM;Jc 3 0ml SriD*. ftB&J^/l' 1 0 0 m 1 X 2 

h^^ — ansfc/UA : g£g^n^/w=2 0:1 — 
5:1) (CTMKtS^tia^ *<t6J*tt«>3-^ 
h^r->- 2, 6— ^^vW— 4 — (2, 3— 
^o^^t°!Ji/y6 0 0mg (2. 8 7mM, 7 




(13) W6-7 3 0 0 8 
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1. 8%) S:#fc 0 

l H NMR (CDC1,) 6:2. 44 (3H, 
s) , 2. 45 (3H, s) , 2. 78 ( 1 H, d 
d) f 2. 93 (1H, dd) , 3. 40 (lH, 
m) , 3. 80 (3H, s) , 4. 00 ( 1 H, d 
d) , 4. 31 (1H, dd), 6. 57 (lH, 
s) . 

E I MS ( m/ z ) : 2 0 9 (M + ) 0 
[0 0 7 7] b ) ffirffi a ) X^hthtiit^ 125m 
10 g (0. 6mM) ?:x^y-/l/4mll^j!fU -YV/ 
t3 \?}V7 ;y2 6 0/i 1 (3mM) &JP;t. ^*&T*6B$ 

=7-74— pd^;1/A : ^ 9 y —}V= 5:1 — 2: 

1 ) \z.xmm-r& ^ti-xv, mmt&m 1 3 7 m g 

(0. 5 1 mM, IR*8 5. 0%) £r#fc 0 
'H NMR (CDC1,) 6:1. 09 (6H, 
d) , 2. 44 (3H, s) , 2. 44 (3H, s) , 

2. 72 — 2. 95 (3H, m) , 3. 78 (3H, 
20 s) , 4. 03 (3H), 6. 57 (lH, s) . 

FDMS ( m/z ) : 2 6 9 (M+ l) + e 
[0 0 7 8] ggfi&gy 1 2 

3-7*h=frv'-2. 6-^^^/U-4- [3- f 1 ~ 

HJI&0911. a) tilW:ft»2 2 6mg (1. 0 
8 mM) ^^y^8m 1 U (Lj tz 

^yfi|fi6 2 5mg (2. 7 mM) b fc&tikX V & 
145mg (2. 5 8mM) £tj!JP*l x 6 0tt3ftB, 

^=25:1-10:1) (^^Kf^r^ia «9 , & 
!Eft^!»4 0 0mg (0. 9 9mM, Jfc* 9 1 . 7%) 

! H NMR (CDC1,) 6:2. 43 (6H, b 
r s) , 2. 81 (1H, dd), 3. 03 ( 1 H, 
dd) , 3. 46 (1H, m) , 3. 70 (3H, 
s) , 3. 73 (3H, s) , 3. 74 (2H, d) , 
40 3. 97 (3 H, m), 6. 53-6. 54 (total 
1 H, each s), 6. 68 (lH, d), 6. 69 
(1H, d), 7. 00 (1H, d), 7. 01 (1 
H, d) . 

SIMS ( m/z ) : 4 0 5 (M+ 1 ) * 0 

[0079] mmm 1 3 

3-^ h=fr->-2, 6-v^^/^-4- [3- [ 1 - 

2X~'&tt>tltiik&y0 4 0 Omg (0. 9 9m 
50 M) $:^^;^8mlMU IN N a OH 1 . 
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5 m 1 %M?L. £»T?-«fc*# Lfco Rtt««r#ffT» 
gglfco r.<DSlSSK^P H£r 1 N HCIT'10. 4 

2 0 (4 5 0ml, 5 o%y ^y-/^7K^tH) K-ctt» 
^{^i: ^9, afi&ffr&ftco-*- h y £ AJg 1 8 9mg 

(0. 4 5 8 mM, IR^4 6. 3%) £r#fc 0 
l H NMR (DjO) 6:2. 4 2 (3H, s) , 
2. 45 (3H, s) , 2. 7 — 3. 7 ( 5 H) , 3. 
7 7-3. 8 0 (total 3 H, each s ) , 3 . 8 5 — 
4. 25 (3H), 6. 78 — 6. 92 (3H, m) , 
7. 1 8 (2 H, m) . 
SIMS ( m/z ) : 413 (M+l) + Q 

[0 0 8 0] MMMi 



mmm 2 


2. 


5g 




1 2 




6«HPCt» 


8 


g 




2 


g 




0. 




w- 


2 5 


g 



[0 0 8 1] ««« 2 

msm 2 <ott&m 2. 5g 

1 8 g 

Jf§SHSx>^> 4 g 

ffh 2 5 g 

/u»J 1 0 0 0 ^^-fe^SrajiS-rSo 

[0082] aaww 3 

rnmm2<Dte&%i o. 5g 

7 g 

^fi 1 0 0 Oml 

mmm 2 <z>fl-&» t ^ k ^m^^mmm^mm u 

M^lOOOml tU mSr^?^^^/^— "C* 
iBLfc^, lmlfo7r^/H:»fiU 1 0 00* 

[0083] aggwrag*] i 

(i) t^»^ft^7y^r 

^>VIIftStfPfflSr^ iUT^> in vitro feJ: tfin vivo H 
[0 0 8 4] in vitro tC^tt^T^^X^^VIIfefei:* 




^^6-7 3 0 0 8 
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i/WIKm-5iR»«»«:tStti-*3ftS (pA,ffl) * 
Jt^irbfco *fc, in vivo ^fettSStttt, «i*ftT 

l-l. «Mifag¥»ffil^ 5 T ^f^im 
#S2. 5-3. o k giDittllJ: «9 N #ifc^e£^J§& 

fco pAjtt, H. O. Sch i 1 d(Djjfe 
^ yi^^ ' • it^f • n >?— • T ^ 

K • ^r^eir^fc°zr— x-f s>^*ffi, 2#, 18 9 — 2 0 
61, 1 9 4 7?) &m^XH£#>tio i"*t>*>, 10-* 
M— 1 0- w M<Z>|6ffl*T\ ttBMfr&»S:3~ 5ffli« 

fffflft»0»tb^fo. log </B*Jfc-l) SrJItfiU 
Schi I d^nyhiOpA, ffiSr#«>fc:o ^<£>S£ 

20 mmm2(Dit^^xx^mmme<Dit^ 
i-2. ^lattr y^ry->yn#Ji^t6aaff 

250 — 3 0 0 gOSp raque— Dawl ey 

/^LtS^^n/cTy^fy^yn (o. i // g 
30 /kg) fcJzoTS^Si-LSJWESr. 

h5^^-t-|:8*lt, «ifeWfc5p*SJ*LflE«:W 

[0085] *<z>sfegi. ey*.«. itiise9 2&sv^i3efe 

fl|60ft^3mg/k g|^*5V^T, WEi-T^^ 

[0 0 8 6] jg3Bf£^ffiJ 2 

40 5H«Od d y»*itt-^9* Wl2 0g) K*tL 

2lJ£#J 2 <Di£&m<D L Dsoffit* 1 000mg/kg J£X_L 
T% Ld^fe, 1 0 0 Omg/k g fWSftgtoittS:* 
$iMK*ttrt?fcofc 0 



(15) 



%tm¥-6-7 3 0 0 8 



[*tt*IIE 1 ] 

miEM^ms^] 0003 

[0 0 0 3] Kt-, *^h^y/W$»^"^5^y/WSrttC 

^ • y fS2 9t6 7 3-<— v> (19 7 1 

3 2t, 466, 898, 1 3 6 6^ (198 9 
m ft if) > *^BS^T*f^ffl^nr^ft^ 0 



(4#g|Bg 62-240683 -^:*o J:tFE P 4 1 5 8 6 
6) , MUM S yy-^m&fc («MMB6 3-6 4 4 2 
8 ^\ #dflBS 6 3-2 3 8 6 8^ WO 9 1/0 0 2 8 
1 , WO 9 1/0 0 2 7 7, EP40315 8 4oJ:U?E 
P 4 0 3 1 5 9 ) . ^^t°u — /K /K h y T 

y—Asffimit (WfBS 5 ? 1 -2 8 7 0 7 1^ EP411 
507. EP41259 4*5j;t/E P409332) ft 
ifsasfcSo £<bf-> (EP4 1 1 7 

6 6) , try 5 Ky^ff (#PI¥3-4 4 3 7 7*5<fc 
LKE P 4 1 9 0 4 8) , -<yX>f * A-RWifc («F 

P*l¥ 3-5 4 6 4^, 4$Bff ¥ 3-2 7 3 6 2^ 
3 - 6 3 2 6 4-^:fcJ;t^H4£IT4, 8 8 0, 8 0 4 

, 5-7MI^L^ ^/^Vlift (EP 
400974. EP401030, EP40710 
2) , f y v^SiiWft: (EP 4 5 3 2 1 0) ftif^fo 

5 0 tfy v^^ibfcf-ov^te. t°y v^g^^^r 

/Wridrv-S^r^ft'^^^^r^^^ttTt/^^tiWO 9 

i-i 9 6 9 7 x*m^£frttmw#b<Dm j £?>&T*&> 



(51) Int. Cl. 5 

C 0 7 D 401/14 
//(C 0 7 D 401/12 
213:00 
257:00) 
(C 0 7 D 401/14 
213:00 
257:00) 



SBiJiE-9- 
2 5 7 



8829- 4 C 

6701-4C 
7433-4C 

6701-4C 
7433-4 C 



F I 



wmw^ m * m * 

#3Sjn*«jRrfj«*KWw»r76o 

(72) « * m 

(72)^^# i & ft # 

#SJH*«*m**K«fflnr76o nftH 

s^^ttg^p^w^rt 



(72)^pj# w n - 

»3S5;ii»«»m**KepWBneo 

(72) «- V ^F»* 

02) mm^ m m m ± 



